In the present study, we tested the hypothesis that the potent and selective dopamine-β-hydroxylase (DβH) inhibitor nepicastat would have minimal effects on cardiovascular and pharmacokinetic parameters associated with cocaine administration and would reduce the positive subjective effects produced by cocaine. We conducted a double-blind, placebo-controlled, inpatient study of oral nepicastat (0, 80 and 160 mg) concurrent with intravenous (IV) cocaine (0, 10, 20 and 40 mg) in non-treatment seeking participants who metcriteria for cocaine use disorder. Safety analyses revealed that nepicastat was well-tolerated and there were no differences in adverse events observed after nepicastat plus cocaine vs. cocaine alone. In addition, the pharmacokinetic properties of cocaine administration were not altered by nepicastat treatment. Cocaine-induced cardiovascular and subjective effects were evaluated for completers in the cohort randomized to nepicastat (n = 13) using a within-subjects statistical analysis strategy. Specifically, the cardiovascular and subjective effects of cocaine were assessed in the presence of placebo (0 mg), 80 mg of nepicastat or 160 mg of nepicastat on study Days 4, 8 and 12, respectively. Analyses revealed a main effect of nepicastat to reduce several cocaine-induced positive subjective effects. Taken together, these data indicate that nepicastat is safe when co-administered with cocaine and may suppress its positive subjective effects, and may be viable as a pharmacotherapy for treatment of cocaine use disorder.
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Introduction
A number of medications have been evaluated in clinical trials for cocaine use disorder, including antidepressants, antipsychotics, stimulants, and anticonvulsants (Haile and Kosten, 2013; Moeller et al., 2008; Vocci and Elkashef, 2005) , although no medication has gained approval from the Food and Drug Administration (FDA) for this indication. Disulfiram (Antabuse®), the first FDA-approved medication for the treatment of alcohol use disorder, was initially reported to reduce concomitant cocaine and alcohol use (Carroll et al., 1998; Carroll et al., 2000; Higgins et al., 1993) . Subsequently, disulfiram was shown to be at least equally effective, and possibly even more beneficial, at reducing cocaine use (self-report and/or cocaine-positive urine screens) in subjects not meetingalcohol use disorder criteria (Carroll et al., 2004; George et al., 2000; Petrakis et al., 2000) . More recent data show that disulfiram reduced the positive subjective effects produced by cocaine (Baker et al., 2007) and higher doses of disulfiram (mg/kg basis) reduced cocaine self-administration (Haile et al., 2012a (Haile et al., , 2012b . These studies suggested that the efficacy of disulfiram to suppress alcohol vs. cocaine consumption may involve differential underlying mechanisms. Disulfiram suppresses alcohol intake by inhibiting hepatic aldehyde dehydrogenase which is required to effectively metabolize alcohol; in the face of this inhibition, the accumulated acetaldehyde burden causes the
